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CLAIMS: 



1 . An antibody to the human IL-12 p75 heterodimer which consists of a p35 subunit and a p40 
i said antibody w 



pe'pjresented Lfcy the p75 heterodimer of human IL-12, 



subunit wherein said antibody 

(a) immunologically react^&ji 

\ V 

but is not immunologically reactive with any epitope presented by said p40 subunit; and 

(b) is pro<^jjiS£d\|?om a mouse which is deficient in the gene encoding said p35 subunit or the 
p40 subunit of T ' * " 9 A 



2. The anti 



3. The antib 





, wherein the antibody is a monoclonal antibody. 



wherein the antibody is produced from a cell line of the mouse. 



4. The antibody of claim 1, wherein the antibody cross reacts with rhesus monkey IL-12. 



5. The antibody of claim 1, wherein the antibody is humanized. 



jgT The antibody of claim ^ wherein the antibody is produced by a hybridoma having ATCC 
designation number HB-12446 / .;» r * -I******* A/****/, *~«~-# • 



rf. The antibody of claim />, wherein the antibody is humanized 



\ 




i 
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^ The antibody of claim '4* wherein the antibody is produced by a hybridoma having ATCC 
designation number HB- 1 244^ o c a~ Hiu^^ cl^^ ^ 0e ^ 

The antibody of claim ^wherein the antibody is humanized . 

s ^ 

>0. The antibody of claim^ wherein the antibody is produced by a hybridoma having ATCC 
designation number HB- 1 2448/^ 6 f Ct K^/Mn 1 i<P cvv l> j><£^ ^ 

jK. The antibody of claim ]/J, wherein the antibody is humanized. 

ML. The antibody of claim X> wherein the antibody produced by a hybridoma having ATCC 
designation number HB- 1 2449/^ (\ K^a^/m-^^ t^e/fe<^ 

U /o 

Jff. The antibody of claim l£, wherein the antibody is humanized. 



14. A monoclonal antibody to human IL-12 which consists of a p35 subunit and a p40 subunit 
forming a p75 heterodimer, wherein sWid monoclonal antibody 

(a) immunologically reacts withVn^pttope presented by the p75 heterodimer of human IL-12, 
but is not immunologically reactive withkrW epitope presented by said p40 subunit; and 

(b) neutralizes at least about 90% <y£tne bioactivity\>f human IL-12. 

15. The antibody of claim 14, wherein the antibody neutralizes at least about 90% bioactivity of 
human IL-12 by inhibiting IL-12 stimulated PHA-aotivated human lymphoblast proliferation wherein 
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the concentration of paid antibody is 0.5 ^g/ml and the concentration of said human IL-12 is 0.25 
ng/ml. 

16. The antibody oAclaim 14, wherein the antibody neutralizes at least about 90% bioactivity of 
human IL-12 by innibiting IL-U2 stimulated IFN-y production wherein the concentration of the 



antibody is 0.5 jig, 



ll and\tha concentration of said human IL-12 is 0.25 ng/ml. 
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17. The antibo<w\of claim 14, wherein the antibody cross reacts with rhesus monkey IL-12. 



10 18. The antibody" oilclaipJtf4, wherein the antibody is humanized. 



19. The antibody of claim 14, wherein the antibody is produced by a hybridoma. 



20. The antibody of claim 19, wherein the antibody is humanized. 




i? & 

,21 . The antibody of claim 14; wherein the antibody is produced by a hybridoma having ATCC 



^ designation number HB-12446/ f( <K k^w^jt a/vKUk 

2H. The antibody of clainx^T, wherein the antibody is humanized. 

3 /2£ The antibody of claim wherein the antibody is produced by a hybridoma having ATCC 
designation number HB- 12447/ 1 t>r CX Ku/v\a/i"irfce<J Cf\t)b&J^ ^Y*^^ 
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,247 v The antibody of claim^23 5 wherein the antibody is humanized. 



The antibody of claim 14fwherein the antibody is produced by a hybridoma having ATCC 
designation number HB- 12448/ of ^Kua<^^<jP c ^)k>t 



\ 
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The antibody of claim wherein the antibody is humanized. 

Jfl. The antibody of claim J*£ wherein the antibody is produced by a hybridoma having ATCC 
designation number HB-12449/^O T <x Viu^a.^^ ' a^bc^^fUr^^p 

The antibody of claim 2n, wherein the antibody is humanized. 



29. -*A hybridoma that is capable &f producing a monoclonal antibody to human IL-12 which 
consists of a p35 subunit and a p40 su^unjj^onni^a p75 heterodimer, wherein said antibody 

(a) immunologically reacts with J^epitope priesen^J by ute-p25 heterodimer of human IL-12, 
but is not immunologically reactive with arw epitope Wesente^l by saffd p40 subunit; and 

b) is produced from a cell line obtains^ from a mouse deficient in a gene encoding said p35 
subunit or said p40 subunit. 



3 

TP 3fT 

3#T The hybridoma of claim Off wherein the hybridoma is HIL- 1 2F3 -5F2 having ATCC designation 



number HB- 12446. 



40 



X\ . The hybridoma of claim^wherein the hybridoma is HIL- 1 2F3- 1 6F2 having ATCC 
designation number HB- 12447. 

& fr 

J2T The hybridoma of claim 29, wherein the hybridoma is HIL-12F3-20E1 1 having ATCC 
5 designation number HB- 12448. 

€ i 

}%\ The hybridoma of claim 39, wherein the hybridoma is HIL-12F3-16G2 having ATCC 
designation number HB- 12449. 



u 
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34. A method for producing an antibody that selectively immunologically reacts with the human 
IL-12 p75 heterodimer whicn consists of a p35 subunit and a p40 subunit, comprising the steps of: 

(a) immunizing a mammal deficient in a gene encoding said p35 subunit or said p40 subunit 
with the human IL-12 p75 heterodimer to produce antibodies; 

(b) obtaining antibodies from the immunized mammal; 

(c) screening said antibodies for their ability to selectively bind an epitope presented by the p75 
heterodimer to obtain said selectively b&din£^ntibody. 

J5. : A method for producing a monoclonal antibody that selectively immunologically reacts with 
the human IL-12 p75 heterpdilper which OQpmsts of a p35 subunit and a p40 subunit, comprising the 
steps of: 

(a) immunizing a mammal deficient iA a gene encoding said p35 subunit or said p40 subunit 
with the human IL-12 p75 heterodimer to produce antibodies; 

(b) harvesting antibody producing cells from the immunized mammal; 



n 



(c) forming a monoclonal antibody producing hybridoma from said cells and obtaining said 
monoclonal antibody; 

(d) screening said moncloAal antibody produced by said hybridoma for the ability to 
selectively bind to an epitope present?£d>by^I^75 heterodimer to obtain said selectively binding 
monoclonal antibody. 

* 36. The method of claim 35rwherein thaantibodies produced from the hybridoma are further 
screened and selected for their ability to cross\eact with rhesus monkey IL-12. 
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